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7) D Claim(s) is/are objected to. 
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10)S The drawing(s) filed on 15 March 2004 is/are: a)K accepted or b)Q objected to by the Examiner. 
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Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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DETAILED ACTION 

Claims 1-77 are pending in the application. 

Election/Restrictions 

Applicant's election with traverse of Group II in the reply filed on 3/28/07 is 
acknowledged. The traversal is on the ground(s) that each of the groups of claims includes 
tumor B-cell hybrid cells, so that the search of all groups will not be burdensome. 

This is not found persuasive because the invention of each group is patentably distinct 
from each other for reasons set forth in the previous office action. Although the invention of 
Groups Mil all recite tumor B-cell hybrid cells, each invention also comprises additional 
elements which made the invention distinct from each other. A search of the invention of one 
group is not co-extensive with the search of another group. Therefore, a search of the invention 
of Groups I-III would have been burdensome. The invention of Groups IV- VII does not recite 
tumor B-cell hybrid cells. Therefore, they are distinct from the invention of Groups I-III because 
they do not require the composition of Groups I-III to practice the claimed method. A search of 
inventions I-VII would have been burdensome because the search of each group is not co- 
extensive. 

The requirement is still deemed proper and is therefore made FINAL. 
Accordingly, claims 1-9, 24-77 are withdrawn from consideration for being directed to 
non-elected subject matter. Claims 10-23 are currently under examination. 
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Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 10-17 are rejected under 35 U.S.C. 103(a) as being unpatentable over Guo et al. 
(IDS, 1994), in view of Movglia (1996, IDS). 

Guo et al. teach fusion of BERH-2 rat hepatocellular carcinoma cells with activated B 
cells produced hybrid cells (TBH) that lost their tumorigenicity and became immunogenic (see 
abstract, and page 516-517, and Figure 2). Guo et al. also teach that the TBH injection 
eradicated established hepatomas, and also prolong the survival of those rats (see page 517, 1 st 
col., through 2 nd col). Guo et al. further teach that CD8+ cells can mediate tumor cell destruction 
in the absence of CD4+ cells, and such action is tumor specific (see page 517, 2 nd col, and Table 
1, and page 518, 1 st paragraph). Lastly, Guo et al. teach that the discovery of tumor/B cell hybrid 
can stimulate tumor immunity has broad clinical application and may provide a useful strategy 
for cancer immunotherapy. However, Guo et al. does not teach a composition comprises a 
plurality of cells including isolated human CD 8+ cells and tumor/B-cell hybrid cells. 

Movgia teaches that patients injected to TBH show that TBH auto-vaccination has a 
positive therapeutic effect on different human tumors, with low overall toxicity. Movgia also 
teaches that the activated B-cell is one of the best APCs for both CD4 and CD8 cells because the 
lymphocyte is able to express not only MHC II molecules on its membrane, but every other 
necessary co-stimulating compound as well. Through hybridization procedure, these B-cell 
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properties are transmitted to the tumor cells (see page 647, last paragraph of 1 st col., through 1 st 
col., of 2 nd col). Movgia indicate that the antitumor effect of TBH in the induction period needs 
both CD4 and CD8, provided that their number is sufficient, and their competence normal, 
whereas the progression and maintenance stage, only CD8 is necessary. 

It would have been obvious to one of ordinary skill in the art to make a composition 
comprising isolated CD8+ cells and TBH from the same individual based on the combined 
teaching of Guo et al. and Movgia. One of ordinary skill in the art would be motivated to do so 
because the observation of CD8+ cells activated by TBH is required for TBH antitumor 
therapeutic activity. The ordinary artisan would want to have more activated CD8+ cells 
available for the killing of tumor cells in the host, especially when the host does not have 
sufficient competent CD8+ cells. The level of skill in the art is high. Absent evidence from the 
contrary, one of ordinary skill in the art would have reasonable expectation of success to activate 
CD8+ cells in vitro or in vivo by TBH. Therefore, the claimed invention would have been prima 
facie obvious at the time the invention was made. 

Claims 18-23 are rejected under 35 U.S.C. 103(a) as being unpatentable over Guo et al. 
(IDS, 1994), in view of Movglia (1996, IDS) and Gong et al (WO 01/59073). 

The teaching of Guo and Movglia were discussed above. However, Guo and Movglia do 
not teach a method of generating CD8+ cells contacted with tumor/B-cell hybrid cells by 
contacting isolated CD8+ cells with tumor/B-cell hybrid cells for a sufficient time to stimulate 
proliferation of CD8+ cells that recognize tumor antigens. 
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Gong et al. teach method of activating T cells by contacting CD8+ T cells with tumor 
antigen fusion cells in vitro or in vivo (see for example, page 13, lines 10-32, and page 25, lines 
23-29, and page 27, 2 nd -3 rd paragraph). 

The obviousness of generating a composition comprising isolated CD8+ cells with TBH 
or activated CD8+ cells were discussed above. The method of generating said CD8+ is well 
documented in the prior art as evidenced by Gong et al. Gong et al. teaches a method of 
generating activated CD8+ cells by contacting said cells with the antigen either in vivo or in 
vitro. Absent evidence from the contrary, one of ordinary skill in the art would have reasonable 
expectation of success to activate CD8+ cells as claimed. To test whether such cells can achieve 
antitumor effect in vivo, it would have been obvious to inject said cells into an individual. 
Therefore, the claimed invention would have been prima facie obvious at the time the invention 
was made. 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Celine X. Qian Ph.D. whose telephone number is 571-272-0777. 
The examiner can normally be reached on 9:30-6:00 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joe Woitach Ph.D. can be reached on 571-272-0739. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 



Application/Control Number: 1 0/802,097 Page 6 

Art Unit: 1636 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Celine X Qian Ph.D. 

Examiner 

Art Unit 1636 
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